Abstract: Allylic alcohols were isomerized into ketones by the action of the Grubbs reagent. Some model alcohols were prepared and tested under similar conditions to reveal that less substituted alkenes rearrange more easily. More hindered alcohols are stable under these conditions, however, the simple allylic alcohols tend to isomerize producing ethyl ketone and the corresponding degraded methyl ketone.
Introduction
We have previously found and reported that the allylic alcohol 1 rearranged into the ketones 2 and 3 under ring closing olefin metathesis reaction (RCM) conditions using the Grubbs reagent [Ru] (Scheme 1) [1] . The expected 10-membered carbocycle was not formed, but rather the allylic alcohol 1 isomerized to give ketone 2 as well as the one-carbon degraded ketone 3 in a ratio of 2:1 in 68% yield. The formation of the one-carbon degraded methyl ketone had been recorded by Hoye and Zhau in 1999 [2] and the mechanism shown to be as depicted in Scheme 2. The Grubbs reagent attacks compound A to produce another carbene complex B, which rearranges into enol C. Then, tautomerization to D and reductive elimination affords the degraded ketone E. However, our observation of the formation of the isomerized ketone 2 was the first example, although some isomerization reactions using Ru complexes had been reported [3] [4] [5] . We became interested in the scope of these reactions and herein we report the results of the reaction of some different allylic alcohols with the Grubbs reagent. 
Results and Discussion
Mono-protected butanediol 4 [6] was oxidized into aldehyde 5 [6] , which was alkylated as shown in Scheme 3 to afford three kinds of alcohols 6, 7 and 8. Compound 6 was treated with the Grubbs reagent in dichloromethane (Scheme 4). As seen in entry 1, most of the starting material remained unchanged, but a small amount of ketone 10 [7] was formed. However, when 10 mol % of the catalyst was used (entry 2), the starting material was consumed completely and ketones 9 and 10 [7] were formed in a ratio of 3:1. Use of more of the catalyst (20 mol %, entry 3) resulted in a slight change in the ratio of 9 and 10 [7] . Raising the temperature did not affect the reaction favourably, and instead the starting material remained unchanged (entries 4 and 5). Structures 9 and 10 [7] were easily determined from the spectroscopic data (See Experimental). Next, compound 7 was treated with the Grubbs reagent (initially 20 mol %) in dichloromethane at room temperature (rt) overnight (Scheme 5). Then, 10 mol % of the catalyst was added and the mixture stirred overnight. The starting material was recovered after 2 days (entry 1). If the concentration of the reaction mixture was raised to 0.1 M (20 mol % of the catalyst), less than 10 % of the isomerized ketone 9 was produced (entry 2). In the case of alcohol 8 (Scheme 6), the positional isomer of 7 with regards to the methyl group, ketones 10 and 11 were formed in a ratio of 1:1 after 4 days but only in minute amounts. These results indicate that the substituents on the double bond affect the ease of the isomerization reaction. Thus, the methyl group substituted at the α-position of the hydroxyl group, as in compound 7, interferes with the isomerization reaction, compared to the case of compound 6. On the other hand, compound 8 seems more reactive under the conditions used in this study. Finally we have prepared compound 15, with two methyl groups on the double bond in the β-position with regards to the hydroxyl group (Scheme 7). In this case the starting material was recovered after 4 days of reaction with the Grubbs reagent (20 or 30 mol %) (entries 1-3). After three weeks, oxidation product 16 and dehydration product 17 were produced, in yields of 1 and 47 %, respectively. From the above results, this is reasonable, because compound 15 is much more sterically hindered than compounds 7 and 8. 
Conclusions
The Grubbs catalyst attacks the terminal alkenes as shown in Scheme 2 to form a carbene complex. Then, rearrangement and reductive elimination produce the degraded ketone. Simple isomerization may occur by coordination of the alkene to the ruthenium complex formed in situ and results in isomerization, although the details are not clear at this stage. The ethyl ketone 9 appears after the methyl ketone 10 is formed. Therefore, it is reasonable to conclude that some ruthenium species formed in the reaction may be responsible for the formation of the ethyl ketone. Consequently, when planning a RCM reaction, it would appear that the allylic alcohol is not a promising substrate, but rather the use of TES-or TMS-protected compounds is strongly recommended, because some of the side reactions described here may cause problems.
Experimental

General
The IR spectra were measured with a JASCO FT/IR-500 spectrophotometer. The 1 H-and 13 C-NMR spectra were recorded on a Varian Unity 200 or a Varian Mercury 300 spectrometer. Deuteriochloroform was used for NMR and chemical shifts are expressed in ppm and the coupling constants in Hz. The mass spectra including high-resolution mass spectra were taken with a JEOL AX-500 spectrometer. GC-MS was carried out on a HP MS-5973 with GC HP-6890 system. Silica gel BW-300 (200-400 mesh, Fuji silycia) was used for column chromatography, and silica gel 60F 254 plate (0.25 mm, Merck) were used for TLC. All reactions were carried out under an argon atmosphere. THF was distilled from LiAlH 4 and then from Na-benzophenone prior to use. The Grubbs reagent was purchased from Strem and used as received. The reagent was weighed in the dry box and was used without purification. Anhydrous dichloromethane and benzene used for the reaction were purchased from Kanto Chemical, Japan and were used without further purification.
General procedures for reactions using the Grubbs reagent.
The Grubbs reagent (20 mol%) was weighed in the dry box under an Ar atmosphere and the rubber septum was equipped with or without a reflux condenser. A solution of substrate in CH 2 Cl 2 was introduced into a flask of the Grubbs reagent in one portion. The mixture was kept at the temperature indicated in the table or text for the time indicated. When the reaction was complete, the rubber septum was taken off to expose the reactions mixtures to air under stirring for one hour. The mixture was then directly subjected to column chromatography eluting with an adequate solvent system to afford a crude product. Further purification using column chromatography was carried out to give each pure compound. GC-MS analysis was performed to determine the ratio of the products in each case.
Preparation of 6-t-butyldimethylsilyloxy-1-hexen-3-ol (6).
To a stirred solution of aldehyde 5 (306 mg, 1.5 mmol) in dry THF (15 mL), vinylmagnesium bromide (0.95M, 3.2 mL, 3.0 mmol) was added at -78˚C and the mixture was kept at the same temperature for 1.5 h. Water and sat. ammonium chloride soln. were added and the mixture was extracted with ether. The organic layer was washed with brine, dried (Na 2 SO 4 ), and was evaporated to afford a residue, which was purified by silica gel column chromatography (5% hexane-EtOAc) to give alcohol 6 (245. 5 
Preparation of 6-t-butyldimethylsilyloxy-2-methyl-1-hexen-3-ol (7).
The corresponding Grignard reagent was prepared from 2-bromopropene (1.1 mL, 12.4 mmol) and Mg (0.3 g, 12.4 mmol) in dry THF (10 mL) and then a solution of aldehyde 5 (500 mg, 2.5 mmol) in dry THF (10 mL) was added slowly. The mixture was stirred overnight, and then water and sat. ammonium chloride soln. were added. The mixture was extracted with ether and the organic layer was washed with brine, dried (Na 2 SO 4 ), and was evaporated to afford a residue. The residue was purified by silica gel column chromatography (10% hexane-EtOAc) to give alcohol 7 (210. 8 
Preparation of (E)-7-t-butyldimethylsilyloxy-2-hepten-4-ol (8).
The Grignard reagent was prepared from trans-1-bromopropene (0.13 mL, 1.49 mmol) and Mg (36.1 mg, 1.5 mmol) in dry THF (10 mL) and a solution of aldehyde 5 (100 mg, 0.5 mmol) in dry THF (5 mL) was added slowly. The mixture was stirred at room temperature for 30 min. Water and sat. ammonium chloride soln. were added and the mixture was extracted with ether. The organic layer was washed with brine, dried (Na 2 SO 4 ), and was evaporated to afford a residue, which was purified by silica gel column chromatography (2-100 % hexane-EtOAc) to give alcohol 8 (46. Preparation of 4-bromo-1-t-butyldimethylsilyloxybutane (13) [8] .
5-t-butyldimethylsilyloxy-2-pentanone
To a stirred solution of alcohol 4 (2.0 g, 9.8 mmol) in dichloromethane (40 mL) was added triethylamine (1.5 mL, 10.8 mmol) and methanesulfonyl chloride (0.83 mL, 10.7 mmol) at 0˚C. The mixture was stirred for 1 h and sat. NaHSO 4 soln. was added. The mixture was extracted with ether. The organic layer was washed with brine, dried (Na 2 SO 4 ), and was evaporated to afford mesylate 12 (2.4 g, 88%). To a stirred solution of mesylate 12 (2.4 g, 8.6 mmol) in dry THF (60 mL) was added lithium bromide (1.13 g, 13.0 mmol) and the mixture was refluxed overnight. Sat. NaHSO 4 was added and the mixture was extracted with pentane. The organic layer was washed with brine, dried (Na 2 SO 4 ), and was evaporated to afford a residue, which was purified by silica gel column chromatography (5-100 % hexane-EtOAc) to give bromide 13 (1.7 g, 66%); 1 
Preparation of 8-t-butyldimethylsilyloxy-2-methyl-2-octen-4-ol (15).
A solution of aldehyde 14 (200 mg, 2.38 mmol) in dry THF (5 mL) was added slowly to the Grignard reagent prepared from 13 (1.27 g, 4.76 mmol) and Mg (120 mg, 4.76 mmol) in dry THF (5 mL). The mixture was stirred overnight at room temperature. Water and sat. ammonium chloride soln. were added and the mixture was extracted with ether. The organic layer was washed with brine, dried (Na 2 SO 4 ), and was evaporated to afford a residue, which was purified by silica gel column chromatography (5- 
